Materials and Methods
33
Murine experiments. For animal infections, 6-7-week-old female BALB/c mice (~18 g) from
34
Charles River Laboratories were housed together with free access to food and water. For 
39
were euthanized and fungal cells isolated from infected kidneys using a PBS solution
40
supplemented with an antibiotic mixture (500 µg/mL penicillin, 500 µg/mL ampicillin, 250 µg/mL 41 streptomycin, 225 µg/mL kanamycin, 125 µg/mL chloramphenicol, and 125 µg/mL doxycycline).
42
The number of colony forming units (CFUs) from the kidneys was determined by plating cells 
45
determined by assessing kidney fungal burdens and weight changes at 72 h using the formula:
46
outcome score = log (kidney CFU/g) − (0.5 × percentage weight change) (3). After five 3-day passages, the last isolates were collected, mice were humanely sacrificed and fungal burdens 48 determined from the kidney. Colonies from the mouse showing the highest outcome score at 49 passage 5 were used to prepare genomic DNA.
50
For GI colonization experiments, two different murine models of commensalism were 51 used. For the standard diet (SD) model, mice were fed standard rodent chow (FormuLab 5001, PMI Nutrition International) and their water was supplemented with antibiotics (1500 units/mL of penicillin, 2 mg/mL of streptomycin) and 5% glucose for taste (4). 
202
A significant proportion of CNV was associated with specific regions of the genome.
203
Analysis focused on the major repeat sequences (9 MRS elements span 1.7% of the genome 
210
S7A and B), whereas MRS regions often displayed reduced coverage (Fig. S6D) 
256
However, none of the identified mutations were associated with obviously increased mutation 257 rates in the respective isolates ( Fig. 3A and Fig. S2E and F) . Mutations in RAD57 (orf19.4275)
258
in one isolate (P76055 GI SD C) included 4 nonsynonymous missense mutations (Dataset S11).
259
These mutations were in the first third of the amino acid sequence and could disrupt function.
260
RAD57 encodes a key protein involved in DNA recombination and these mutations possibly 261 altered the ability of this isolate to successfully undergo BIR and return to normal diploid levels,
262
as illustrated by copy number variation analyses (Fig. S4B) 
396
frequency ratios for Chr 7 disomic isolates (e.g. AB) and 2:1 or 1:2 (e.g. AAB or ABB) ratios for 
420
Dataset S3. Doubling times of the four lineages and in vitro calculation of generation times.
421
Calculation of estimated in vivo generation times were based on (25) and (26).
422
Dataset S4. Primers and results of the KASP genotyping assays. Probability values resulting 423 from testing a binomial distribution model on the different types of mutations is also included.
Dataset S6. Genomic coordinates for centromeres, chromosomal end regions, TLO genes, and Dataset S7. Genomic coordinates for major repeat sequences (MRS), long terminal repeats
429
(LTR) and genes within repeat regions according to the CGD.
430
Dataset S8. Heterozygous (HET) and homozygous (HOM) regions of the four starting strains,
431
as defined in (12). Included are also the overall genome heterozygosity levels based on these 432 maps for the four strains.
433
Dataset S9. Genes with known or predicted roles in DNA maintenance and DNA repair,
434
including their genomic coordinates and CGD annotation.
435
Dataset S10. Nonsense and stop codon mutations in DNA repair genes identified in the four 436 starting isolates.
437
Dataset S11. Mutations in DNA repair genes identified across microevolved isolates.
438
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